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^ (54) Tide: STABLE SOLID PREPARATIONS 

55 (54) *E<B*?*: StftlMfl 

(57) Abstract: It is intended to provide a process for producing unstable amorphous benzimidazole compounds having a proton 
pump inhibitor function, and stable solid preparations for medicinal use containing these compounds which are produced by blending 
such an amorphous benzimidazole compound with a nontoxic base such as a basic inorganic salt, forming an intermediate coating 
layer on the layer containing the active ingredient and further forming an enteric coating layer or a release-controlling coating layer. 
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•t/lsn—X (CMEC. 7D^yMt(tt)i) % ;**T^ y/P^^^/^^T^ V 
U—h^tfV-?— K7=?y hLlOO, RohmtfciSl) % * 7 ^ y /l/ixf/WT 

5 V— hn^Dv- 0*-^ K7=¥^ M.100-55. ^"-T K7=¥$/ hL3 OD-55, 

RohrattM) ^ t Kni^rv-^n tVu-t/UD— ^T-fe^— h-y-i? b (HPMCAS 

10 fipH>6. OfilLh. i!)^t<(ipH>6. 5. $e>K#;£L< ttpH6. 

15 fttt^ft^tt LT5%-100%tfSM* LV\ 

*7^ y h=r/Ky^— (^"-Y K7^y hRS, RU Rohrathili) % 7^y/l^^ 
^/U- ;><^ y^p<^/W=i7jf y-^— (a!">f hNE 30D Rohmf±§!l) % ^ 

^vH?/Hn^*&£?£ N HPMC N HPC N tf/M^v'lf ]) tfy^U^ 

20 -/k6000, ?Ut, ^r-h-/K ^^^ir^TKtt^T^^lKi:-^ 

$b^isi^Hk^tT5^*oiiR^j cm**, .sir 5*, mm. mm, d 

25 h ^v'x^T'Vx £§#&S^>7:/, aA^^^. =» ;<7^7>\ *£iH 
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7t^77^y;)A s y— y y-^-hy ^> i/y^v^y^:/ 
io ^^-h y ^a^^) , (mute. ^^^^^ ^u^is, t^h-^ « 

3-^ft^) N ^fe#J (^Jx.«. $Hb^*>\ ^ffl^fe5^-. ^fflWfe2^ H 
15 a, L-y^f-fv, 3E^ife-t-fy ?J*t£Z) , E§»J Ms?-*:'*; 
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5 S^-fc/t^lJ-b LTI±, t^^iS{iS.^l^—2^-Cfco^<^^^L, *^P^T-«3 

/W)S S 3 O m g •^W*7 P -fe'/^J<b LTtt 5 ^75M 3 ^^-fe^a* pJ^T'fcSo 

^=r s *-?-3r\ yyh, Kfcl^T,' ?PHfct3:®36 (0«J;ttf, 

+ gO^ffiM*?) , )/!Jy^^'^yy> (Zollinger- 

Eiiison) mmm, mm&-&$t&. *mfc&&t>te^W'k&smm. 

(Symptomatic Gastroesophageal Reflux Disease (Symptomatic GERD)K NUD 
20 (Non Ulcer Dyspepsia) , (^ — a 3r^- 1 CDifrfc^^^C £ 
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m&wg m%.&. T**c^i/})>m tsztf/tttt^v ^n7/fv« 

25 Wttf, 7^y/7^W^ »W<D7>y/7^H 5mg^ 

y^ji-mn 3 ^-t/Mc tfc3 0m g -g-w^ y^^mt i ^ir/wc 

ZZteoZtte<±m^<n&ft<Dm*m&X'$Z><DX\ 1 5mg-^W77^i?/l- 
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£fc, 7 y y ^7 /-/KD^ft^Wi^ t , 3 0m g> 4 Omg*5<tt>*6 

^-tr/Wc; xtfi ^-Tbm. 3 -§-^7 -f-t/u&m v ^ <5 r £ as-et s„ 90m g -^-rs 
yhir^fi, ^07^^/7/- ^fcfi^^y^y— a-r#&6 o mg 

mti^x, j&a (6 0kg) t-*tu mnmz& j *-tzm&. *&u&&kL,xm 

0. 5~1 500mg/B N $ftl<|j:i|!)5~150mg/BT*fc5„ rtl^ 

15 is** ^yy-^mk&vottmfflte. 1 0 im&fcte2~30^#ttT&-§-L 

20 ffl»A^«©&^flg*fflv^fciffc.fc 9. ^S&^t^kJ^o^-f ^yy- 
^it^^^T^mMt^^^it^^^m^^ktix^^o ioi^i 

Bmm^m^tKDib, *<DGmshk ki>\z%ttztj:nm*m-rzkxh£\<\ 

25 *»Wo±KlT?*>« P P I f^ffl«r»o^i^X>r 5: tTIi, 

*<om*s &£km.k^x&&-fz><Dnmmx3bz> 0 k*)*m. 7>y/7 
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(WOOO/78745^) &m*ft&R&&J$.1rZ><Dtt&mtt!:<>X^1t. mte. — « 

/M*#<£>7kfq#>, $ feicfrs u< «7yy7*7y- • o. STkfn^fcSv^^ 

>y^vy— /URfc- l. 5tK?0^) £rif$2 0~^jl 0 Otl^fSM^t 

8 OmLi'^Ufc^SrT-fe h^5 5mL 7 OmLOM^CI) 1 0 

^^ItTlTLt iifetTK 340mL^20 ^^fttlT U 0~10tT'i^ 
m#IHJ«#Lfc„ tffttiLfc^Sr^U Ti?h>/* (1/5) ^9 OmL, 
iS^T7k9 OmL-Cgfe^Lfc #&*tfc®te*4r*«l6 5tt^ 7 i^ffl^EE^U 
^f^y/y/^RMif: (HX*: 3 8. 4g x 4*** : 9 6%) . ft**. 
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MWa^. : C : 52. 03. H : 3. 82, N : 11. 38, S : 8. 68, F : 15. 43. O : 8. 66 
M®M : C : 51.77, H : 3.84. N : 11.39, S : 8. 59, F : 15.48 
5 'H-NMR (CDC1 3 ) : 2. 25 (3H, s ) , 4. 39 (2H, q, J=7. 8Hz) , 4. 72 (1H, d, J=13. 8Hz) , 

4.85(lH,d, J=13.8Hz), 6.69(1H, d), 7. 31-7. 80 (4H, m) , 8.35(lH,d), 11. 5(lH,br 
S) 

it^nm. mm&ftm® :98. 3% 

10 ft&ffiM : 1 0 0 % e e 

(KFft) : 0. 5% 

15 7^V-77V—>VKfr • 1. 5tK^P#» (lOg) ^6 0tfl«i8i$F H 1iEg; 

jftU ^i&^^y^y*— /WRfc«r#fc : 9. 3g, : 10 0%) 0 

Slfe'fiS : C : 52. 03, H : 3. 82, N : 11. 38, S : 8. 68, F : 15. 43, 0:8.66 
HS'Kit : C:52. 17, H : 3. 92, N : 11. 23, S : 8. 58, F : 15. 40 
20 l H-NMR (CDClj) : 2. 25 (3H, S) , 4. 39 (2H, q, J=7. 8Hz) , 4. 72 (1H, d, J=13. 8Hz) , 

4. 85(lH,d, J=13.8Hz), 6.69(lH,d), 7. 31-7. 80(4H, m) , 8.35(lH,d), 11.5(lH,br 
S) 

ik^fl&m : 9 7. 9% (ffiSf^W) 
25 ft^nfe : 9 9 . 8 % e e 

(KF$) : 0. 7% 

$Sat3&BS0ij3 
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7^y^^ N /— /URfc • 1. 57kfP#» (lOg) ^6 5*0^7^1111^ 
#MMB?:'y:/?y'— A'RfcSrttfc (IR^: 9. 3 g> HX^: 10 0%) 0 

Sffigrfit : C : 52. 03, H : 3. 82, N : 11. 38, S : 8. 68, F : 15. 43, 0 : 8. 66 
5 HS'Hii: : C : 52. 08, H : 3. 90, N : 11. 25, S : 8. 56, F : 15. 37 

l H-NMR (CDC1 3 ) : 2. 25 (3H, S) , 4. 39 (2H, q, J=7. 8Hz) , 4. 72 (1H, d, J=13. 8Hz) , 
4.85(lH,d, J=13.8Hz), 6.69(lH,d), 7. 31-7. 80 (4H, m) , 8.35(lH,d), 11. 5 (lH.br 
S) 

10 it^mm : 9 8 . 4 % (ffi^^^it) 

: 1 0 O % e e 
7k# (KFjfe) : 0. 4% 

$£i£HJ£#|4 

15 ^ B 07^y7 p ^y-/^R^^j* 

7 ^yzfy y*' — yi^Rffc • 1. 57kfn#> (io g ) ^6 5t3Ti$8fl#liSWn^U 
^^^^y^^y-^R^^^c 9. 3g, 1» : 10 0%) 0 

Stroll: C:52.03, H : 3. 82, N: 11.38, S : 8. 68, F : 15. 43, 0:8.66 
20 HilUS : C : 52. 12, H : 3. 74, N : 11. 30, S : 8. 74, F : 15. 40 

'H-NMR (CDCI3) : 2. 25 (3H, S) , 4. 39 (2H, q, J=7. 8Hz) , 4. 72 (1H, d, J=13. 8Hz) , 
4.85(lH,d, J=13. 8Hz), 6.69(lH,d), 7. 31-7. 80(4H, m) , 8.35(lH,d), 11. 5(lH,br 
S) 

25 : 9 7 . 6 % mmsftmrn) 

: 9 9 . 7 % e e 
(KFfe) : 0. 5% 

§!{i£3liife0ij5 
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7Vy^7^R^- 0. 57KfP$J (lOg) ^7 0tT^6^1i)E^ 
Mi7^y/7^R^#fc OK*: 9. 8g,'iR*: 10 0%) e 



MWM: C:51.98, H : 3. 95, N: 11.30, S : 8. 78, F : 15. 35 

'H-NMR (CDC1 3 ) : 2. 25 (3H, S) , 4. 39 (2H, q, J=7. 8Hz) , 4. 72 (1H, d, J=13. 8Hz) , 

4.85(lH,d, J=13.8Hz), 6.69(lH,d), 7. 31-7. 80 (4H, m) , 8. 35(lH,d), 11.5(lH,br 

S) 

10 Kftmxfo : ^ fcfgfc^ 

fls3M*£: 9 8. 0% (Bi3&5#3Ma) 
3fe^M^ : 9 9 . 6 % e e 
(KFS) : 0. 7% 

15 #%M 1 

7^y7*7/^R#' 0. 5 7Kfn^<7>^fi5c 

^y^y— /^RtetojcGMSiS (m 1 : ffijfcxmmffim&m) 4 0 g £Ti? 

h^l 8 OmU^fi?L.fc^£T-fe 5mL 7 OmL©M^C 

^10 #/WtTiST Ufc mzmfc* l:*3 4 0mL*ifi2 0 ftfrtfXMT U 
20 0-1 0 tt* 1 B*lfll«# b/c„ #f ft bfc^ H B H £?ZiI& U T-fe h V/tK ( 1 / 

5) i^OmL, iV^T7k9 0mLT^Uc„ #P>tt^tSifeiB*r*^ 3 0°CX* 
»7l^re»BEft«IU 7>y^7'/^Rflc- 0. 5*ft4to£rft£ OIX* : 3 9. 
3g. TO: 9 6%) o ft*3 % ^tJE^Hii0^^7^yy P 7y-/^R^ • 1. 

25 jc^^-W 

Sf^'fii: : C : 50. 79, H : 4. 00, N : 11. 11, S : 8. 47, F : 15. 06, 0 : 10. 57 
M®M : C : 51. 00, H : 3. 92, N : 11. 23, S : 8. 65, F : 15. 10 
'H-NMR (CDC1 3 ) : 2. 25 (3H, S) , 4. 39 (2H, q, J=7. 8Hz) , 4. 72 (1H, d, J=13. 8Hz) , 
4.85(lH,d, J=13. 8Hz), 6.69(lH,d), 7. 31-7. 80 (4H, m) , 8. 35(lH,d), 11. 5 (lH.br 



5 



C : 52. 03, H : 3. 82, N : 11. 38, S:8.68, F: 15.43, 0:8.66 
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s) 

i®mxmm$r fe^mm u) 9.50, 8.73, 8.31, 5.57, 5. is, 4. so, 4.20 
w^nrn : 9 9 . 6 % (mm&ftmm) 
yt^ms. : 1 0 0 % 

5 (KF*fc) : 2. 4% 

#%#|2 

^^y^^-^R^MTK^^ : *&*x^mtffni#^) 4o g m 

10 h^l 8 OmL^^bfc^^^Ti? 5 5mL i:7K2 7 OmLOflM^^ 

^Jl O^tfC^TbfCc ^^tt* 3 4 0 m L 2 O ^d>}fCiT 0 
~10tX^l^m#Lfc o Wttibfc^ B ^^U TirhV/TK (1/5) 
fttt 9 O m L % j^V 9 0 m L X'fafr L-tz a # ^Lfcfflfefi SrHll5 5 
HSfllHiEftjSftU 7yy^7)/-Mft- 1. 57jcfn^£#fc (IRS: 4 1. 6 

15 g. nx^: 97%) o ffiEmmntDife&te^^y^vy'-'i'Rfc • 1. 5 

SUmKlI : C : 50. 39, H : 4. 05, N : 11. 02, S : 8. 41, F : 14. 94, 0 : 11. 19 
MMW : C : 50. 50, H : 3. 94, N : 11. 32, S : 8. 25, F : 14. 73 . 
20 'H-NMR (CDClj) : 2. 25 (3H, S) , 4. 39 (2H, q, J=7. 8Hz) , 4. 72 (1H, d, J=13. 8Hz) , 

4.85(lH,d, J=13.8Hz), 6.69(lH,d), 7. 31-7. 80 (4H, m) , 8.35(lH,d), 11. 5 (lH.br 
S) 

nifcXmiBiffi : %¥fflffi (d) 8.91, 8.07, 6.62, 6.00, 5.92, 5.66, 5.04, 
4. 51 

25 it^mm : 9 9 . 6 % 

yt^nm ■. 100% 

(KF&) : 6. 8% 

mmmmm 1 
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<«£*U ^KI«SPflT»Ji:i-5. Sfc, v'al (*&#,&) , a-VJX^-^Xtm 

5 ^Sb^m 07n^H±»L CF) ^^g«f • -CA/^A/^it^o B «^Att x fcK 
udf^P fcVUr/Un (2% : W/W) £Rgf| bfc# e>-hlBO^tfe^J*3<t 

n-^-lE]|sic:300rpm, : 1. 8g/:9\ ^ ^ U— ^TIE : 0. 2kg/cm 2 . * 

LAB-D SrJBv^T^— t^^U -t©**ft*SU AW-eflSlU 850~ 
1420 n m<DMm&m%L&mZ> 0 =» ^( y^jl^tti^fit : 0. 6mV$h IS 
: 85°C, a=»5$£ : 8g/£\ *7V-^TJE7j : lkg/cm 2 T*ff 9 . 
15 #bttfc^^^/V'^*5 e tt>^Tnv?/^^i-S 0 #6>^c^^l50mg 

(^^y^^y— /WRft 30mgtg^*) , 200mg (7>y7°7/wUR^ 40mg*@ 
^4) *3«ttJ«300mg (^^y^^y-^Rflc 60mgtB^») ZZlMM^ 3-^*5 

20 2 

25 CF) m^attf • T'A/^A/^jt^p'pSrAtt, fc Ka^^n^/Wo 

-^^(2% : W/W)^Pft0b^^b±l5^^^^J^<t^^P^tS:^J^)iK^ 

^:300rpm N : 1. 8g/5h *:/W-^TJ± : 0. 2kg/cm 2 N * !J y h^TBE 

71 : o.akg/c^-r-fT^o #e>nfc*0ssift4r4o < c, 2oi#iHJ*£*£i»u jULSS-e© 
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i©U 71O/zm~142O/zm£>0$L£:#5o 

LAB-l) £/8wr=»— r-f^U Z<D$.$.&t&VX%ffiX*Bi&l^ 850~ 

i420Mra<^ji§^tts&&#s„ ^-T^^^m^F0km-t^nm.m o.6m 3 /^ *a 

^tiW : 85°C, a«3SS : 8g/£\ ^T&.Jl : lkg/cra 2 ^ ? . 

#e>nfc^^^yw^*5j:T>^Tn Z?;U%m&irZ 0 ^ftfc^s&lSOmg 
V^W-f^y— frRfc 30mg^a^4) , 200rag (^y^y*— ^Rfr 40mgfi3 
:fciJ;O*300mg (7>y^7/-^Rft 60mgtB^*) £^r*l^*L4-5§\ 3-^-fc 

££#J0£i£0!l3 

^KI«PflfSIfci-5. i&<b4Elb&&% (7a>f ^htt»i, CF) l^3«-Tf 
A.^ Ay^mm^h 5tAHn fcKnWa fcVH? A- a JgSR (2% : W/W) ^PftS 

^llP-^- lH]^:300rpm, : 1. 8g/;9\ ^TJE : 

6. 2kg/cm 2 % * y y haiTJE^ : 0. 2kg/cm 2 T'tf 9 . #e>ftfcifc^fl*fc<l:40t\ 20 

mmn&l&IMLL. AtS-CtSiSU 710/* m~ 1420 jum<7»|£&#5 0 

iSL LAB-l) £fflV^T=i~ TV t©t*Kj|tt^T«U 850- 

1420 u m<Dffimi!mfiL&'&Zo = V^Jft^^tt^ja* : 0. 6m7$h ^ 

^14 : 85^. m&mm : 8g/#\ — ^TR.t) : lkg/cm 2 -Cfr5„ 

{=7^yzf^V—^KW- 30mg+a^4) \ 200rag (7^7*7/^ JlsRfc 40mg*B 
^4) *5ctT>*300mg {yl^yzfyV— /l-R# 60mgffi^*) £^T*l^X4-*§\ 3%r& 
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mi 



160mg«£ <Dm& 





mmmi 


mm.M2 






50rag 


50mg 


50mg 












40mg 


40mg 


40mg 




14mg 


14mg 


14mg 


V-3«f 0ft#P P p) 


26mg 


26mg 


36mg 




9mg 


Omg 


Omg 




lOmg 


lOmg 


12. 5mg 




Omg 


Omg 


6. 5mg 












5mg 


lOmg 






2. 5mg 


Omg 






2. 5rag 


2. 5mg 






Omg 


6. 5mg 














lmg 


lmg 


lmg 




49 n 1 


49m 1 


49m 1 


«■ 


160mg 







mm* . 



86.7mg(@7fM# 26mg) 
7. 8mg 
2. 5mg 
2. 5mg 
1. Omg 
119. 5/z 1 
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20 
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39. 8mg (MT&yat b"C) 



160mg 
39. 8rag 
199. 8mg 

199. 8rag 

0. lmg 

0. lmg 
200mg 

30mg*B^» 

150mg 

HB(4#) 



40rag+B^* 
200mg 
IB (3-^-) 



60mg*B^4 

300mg 

HB(2-§0 



(D MgC0 3 
©i%m*/l'i<">J* CaC0 3 
© m\L~*7^sVl>> MgO 
© M^^v''?^ Mg(0H) 2 

(2) WJKLfcKfSMi, 40<C / 7B«RH(l«^©fil#*f^T-C5Hnn««bfc. 
B, *W©fl4ft£ffc&ffMlH*<5/t*K:* International Color Manual (Cg^^T. 
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> y 9— /UR fcZTFTto 

5 M2 











(A/JftS) 


(st: 5 a fig) 


40^/75%^ 
58ffl 


MgC0 3 


1/1 






CaC0 3 


1/1 






MgO 


1/1 






Mg(0H) 2 


1/1 








1/0 







m2£V). 40°C/75%RH 5 0{^W{'*5V^, 

10 mit-T^mtm^tco 

^ofc^jf&ftrtsSaxfcP p 1 £ ttfl^y^ 5 V 
20 yy^y-^Rft, *^5^:*©*9fii43Sfe* s !8tt$tL5 0 
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is * <d ts m 

1. «iS14itSi:^p h^tf^'OK^f- (PPI) ffflS:to»©^ 

3 . yx^ ^ ( I ) : 



R 3 




y-/K 7^7^*fcl^y h7 P ^y-/K7)^St4^T*fc5l»*3l2|S 

6. 7^y^y*-/K^7t^tt^, R^T-feSIS^5|2^@^^Jo 

8 . $S^tfe!g£/6S N t<D 1 %7K^* ten 1 %7«i§fto P H^2 5 "CT* 8 . 0 

9. $t#tfe!£g/^ ^g6-^*$/*A, 7K^b^^V?^> 

m 0 
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10. &mm*mirz>m*imimm<Dmxmm 0 

1 1. mm&. ffi®&&mm*^t*m*mi omm<Dmmmm 0 

12. wmm&, nmmmmm^tsm^mi omm<Dmmmm 0 

13. wmmtK ^i^yx^f ^y>'-;i<%ik&M*<sm'tz>m±tm&£ti 

io 16. mc^V^sV^ *r<iWt*tr*isVJ», ^TK^bT^^^^Ay^fc 
J:^^^^^T/w^^^^^!>A^^^5^P>jlfitLS/>^< thin 

fcT A- 5 ~ ? A £ <D&t£m. XmcTfr ^^At 

20 i9. »©7yy/7^)t^ttRfr^ivni/^^, j^^/i-v' 

•7^, *BMk-r^^!>A, ^v^v^DA, ^-fhy^A. j^TMf-T-b 
25 2 0. &£tt*&m&tfS N ^»^^^>>A*^tt^l6*/U'>!>A-e*>*»*«l 

2i. »*aiia«:«i«!iufc^ #*g&&=g> n&&m&±vmtm&mA& 
m*z>tez>mi>> bw$its*x<z>$mwM\z.-tz> r £ m^ts^o ppi^ 
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2 2. ztitx&z imm<DB^m 0 

2 3. ?yyy9/-/^^Stt* (RttO ^Tk»il?l20^100tH 
2 4. ^J4 0-^)8 O'C^BB-T^r t«r#t»i:-t-SfS^2 39Btt^A^9 
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